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We claim: 



1 . A compound of the formula (1) 




O 



wherein 
Ri IsH; 

R 2 is H, Ci-Cdalkyl which is unsubstituted or substituted by ona or more substituents selected 
from halogen, -OH, -SH, -OCH 3l -SCHa, -CN, -SCN and nitro: 
R3 is H, -CF 3 , -CzF 5 . -CHz-Z or R 2 and R3 together form with the nitrogen form a CV 
C 6 heteroaJiphatlc ring; 

Z is H, -OH, F, CI, -CH 3 ; -CF 3l -CH 2 CI, -CH 2 F or -CH 2 OH; 

R4 is C 1 -C t6 straight chain alkyt, Cs-Cto branched chain aikyi. -(CH^twr-QrOr-cycloalkyl, - 
(CH^ve-Z-i, -(CH 2 )(wr phenyl, and -(CH 2 )o-6-het wherein the alkyl, cycloalkyl and phenyl 
substituents are unsubstituted or substituted; 

Z, is-NfR^CCO^-doalkyL ^(RgK^tOVtCHaJ^Ca-Cr^ycloalkyl. -NCRgH^OMCH^wr 
phenyl, -NCR^J-CCOJ-tCH^^-het, -CtOHSKRwXRn), -CCOJ-O-CVCioalkyl, -CfOKMCH^wr 
Ca-CT-cycloalkyi, -C(0)-0-(CH 2 }<wrPhenyl, ^(OJ-O-tCH^^-het, -0<;(0)-C r C 1D alkyl. -O- 
CCO^tCHzJ^Ca-Cy-cycloalkyl, 0-C(OHOH 2 Wphenyl, -0-C(0>(CH 2 )i^het, wherein the 
alkyl, cycloalkyl and phenyl substituents are unsubstituted or substituted; 
het is a 5-7 membered heterocyclic ring containing 1, 2 or 3 heteroatoms selected from N, O 
and S, or an 8-12 membered fused ring system including at least one 5-7 membered 
heterocyclic ring containing 1, 2 or 3 heteroatoms selected from N, O, and S. which 
heterocyclic ring or fused ring system is unsubstituted or substituted on a carbon atom by 
halogen, hydroxy, Cv-C 4 alkyl, C r C 4 alkoxy, nitro, -O-CtOJ-CVC^alkyl or-C(0)-0-C r C 4 -alkyl 
or on a nitrogen by C,-C 4 alkyl, -O-CfOKM-Aalkyl or -C(0)-0 -d-CValkyl; 
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Rs is H. -CHa, -CF 3 , -CH 2 OH or CH 2 CI; 

R w and R„ are each independently H, C,-C d alkyf, Ca-Cr-cyclonlkyl, -(CHaJt^Ca-cv 
cycloalkyl. -(CH 2 )„rphenyl, wherein the alkyl, cycloalkyl and phenyl substituents are 
unsubstituted or substituted, or R 10 and R„ together with the nitrogen are net 
XisCHorN; 

Rs is H. C-Cw-alkyl, Cs-CVcycIoalkyl. -(CH 2 ) 1 . 8 ^3-C 7 -cycloalky|, -C-Co-alkyl-aryl. -(CHa),^- 
C3-C 7 -cycloalkyl-CCH 2 ) 1 Mrphenyl. -(CH^MCH-tfCH^-phenylfe, -(CHzWCHfphenyffe -C(O)- 
C,-C,oalkyl. ^(OHCH^^QrCr-cycIoalkyl, -CfOMCHzWphenyl, -(CH^^het . -C{OJ- 
(CH2)i^-het wherein the alkyl, cycloalkyl. phenyl and aryl substituents are unsubstituted or 
substituted; 

R, is H, methyl, ethyl, -CF 3 . -CH 2 OH or -CH 2 CI; or 
Rs and Ra together with the nitrogen are het; 

R r and R 8 are cis relative to the acyl substituent at the one position of the ring and are each 
independently H. -C,-C„ alkyl. -OH. -O-d-Co-alkyl. -(CHzWCs-CVcydoa/kyl. O-fCHzW 
aryl, phenyl, -(CH^het. -O-fCH^^et. -N(R 12 )(R 13 ), -S-R 12 , -S(0)-R 12 , -SfO^R,* - 
SCOJrNRwRw wherein the alkyl. cycloalkyl and aryl substituents are unsubstituted or 
substituted: 

R 12 and R 13 are independently H, C-C 10 alkyl. -(CHzWCVCT-cydoalkyl. -(CH^wKCH)* 
iCaryl)^, -C(O)-d-C 10 alkyl, -C(OMCH 2 )^C 3 -Crcycloalkyl, -C'OJ-O-CCHz^ryl, -C(0> 
(CH^O-fluorenyl, ^(O^NHKCHzWaryf. -C(OKCH 2 Warvl, -CfOMCH^het, wherein 
the alkyl, cycloalkyl and aryl substituents are unsubstituted or substituted;or a substituent 
that facilitates transport of the molecule across a cell membrane, or R, 2 and R 13 together 
with the nitrogen are het; 

aryl is phenyl or naphthyl which is unsubstituted or substituted; 
n is 0, 1 or 2; 
and wherein 

substituted alkyl substitutents are substituted by one or more substituents selected from a 
double bond, halogen, OH. -O-Cr-CaaJkyJ, -S-GrCeaJkyl and -CF S ; 

substituted cycloalkyl substitutents are substituted by one or more substituents selected from 
a double bond, C^Calkyl. halogen, OH, -0-C,-C e alkyl. -S-C^CBalkyl and -CF 3 ; and 
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substituted phenyl or aryt are substituted by one or more substituents selected from 
halogen, hydroxy, d-C 4 alkyl, d-C 4 alkoxy, nitro, -CN, -O-CCOJ-Ct-C^lkyl and -C(O)- 
0-Ci-C 4 -alkyl v or a pharmaceutical^ acceptable salt thereof. 

2. A compound of claim 1 wherein R 2 is H or methyl and R 3 is methyl. 

3. A compound of claim 1 wherein n is 1 . 

4. A compound of claim 1 having the stereochemistry indicated in formula II 




5. A compound of claim 4 wherein R 2 Is H or methyl and R 3 is methyl. 

6. A compound of claim 4 wherein n is 1 . 

7. A pharmaceutical composition which comprises a pharmaceutical^ acceptable carrier 
and a therapeutically effective amount of a compound of formula I according to claim 1 . 

8. A pharmaceutical composition which comprises a pharmaceutical^ acceptable carrier 
and a therapeutically effective amount of a compound of formula II according to claim 4,. 

9. A pharmaceutical composition according to claim 7 for treating a proliferative disease. 

10. A pharmaceutical composition according to claim 8 for treating a proliferative 
disease. 
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1 1. A method of treating a proliferative disease which comprises administering a 
• therapeutically effective amount of a compound of formula I according to claim 1 to a 
mammal in need of such treatment. 

10. A method of treating a proliferative disease which comprises administering a 
therapeutically effective amount of a compound of formula II according to claim 4 to a 
mammal in need of such treatment. 

1 1 . A method of claim 1 1 wherein the mammal is a human. 

12. A method of claim 12 wherein the mammal is a human. 

13. Use of a compound of formula I according to claim 1 for the manufacture of a 
medicament for treating a proliferative disease. 

14. Use of a compound of formula II according to claim 4 for the manufacture of a 
medicament for treating a proliferative disease. 
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